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T. cruzi and human 14DM assays. Reconstitution of enzymatic activity in vitro and inhibitory assay of T. cruzi and human 14DM were performed as described previously 1, 2 .
We tested the ability of tipifarnib and its analogs to inhibit the in vitro turnover of The reaction conditions were optimized to give maximal turnover and reproducibility 1, 2 .
Low solubility of the sterols limits maximal substrate concentration while decrease in the 
S3
The data show that the tested compounds are species-specific: they strongly inhibit activity of 14DM from T. cruzi with essentially no effect on the orthologous human enzyme. In the case of T. cruzi 14DM, the value for I/E 2 remains <1 even after one hour reaction in the presence of the 50-fold molar excess of the substrate, indicating potent inhibition. were added to 1 M recombinant T. cruzi 14DM as described previously 5 . A plot of the extent of Soret band spectral shift versus the total concentration of 2g present showed a liner increase with a sharp break when 1 enzyme equivalent of inhibitor was present (data S4 not shown). This indicates that the equilibrium dissociation constant for the enzyme-2g complex is much less than the total enzyme concentration of 1 M, and it is likely less than 10 nM based on computer simulation of the binding curve.
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